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Response to Arguments 

This Office Action is in response to the amendment filed 12 January 2007. Claim 
2 has been cancelled. Claims 1 and 3-15 are pending. Claims 3-5, 7, 8 and 12-15 are 
withdrawn. Claims 1, 6 and 9-11 are under final rejection. 

Claim Rejections - 35 U.S.C. §112 
The following is a quotation of the first paragraph of 35 U.S.C. §112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

The rejection of claims 1 and 6, under 35 U.S.C. §112, first paragraph, because 
the specification does not enable any person skilled in the art to which it pertains, or 
with which it is most nearly connected, to use the invention commensurate in scope with 
these claims, is withdrawn. Applicant's arguments and the Mann Declaration under 37 
CFR 1 .132 filed on 12 January 2007 are not persuasive. However, a review of the prior 
art shows sufficient support for the preparation of LCM derived from naive T cells by 
activation with anti-CD3 and anti-CD28-coated beads (see rejection under 35 U.S.C. 
§103 below). 

Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. §1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
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invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The rejection of claims 1 and 9-11, under 35 U.S.C. §103(a) as being obvious 
over Baxevanis et al. (1997) in view of Setaluri et al. (US 2002/0192727), is withdrawn 
in view of the amendment adding the limitation of lymphocyte conditioned media derived 
from naive T cells cultured with antiCD3- and antiCD28-coated beads. 



The rejection of claims 1 and 9-11, under 35 U.S.C. §1 03(a), as being obvious 
over Baxevanis et al. (1997) in view of Setaluri et al. (US 2002/0192727) and Mengozzi 
et al. (2001) is maintained. 

The amended claims are directed to a method of enhancing an immune response 
to an antigen in a mammal comprising administering lymphocyte conditioned media 
(LCM) derived from naive T cells cultured with antiCD3- and antiCD28-coated beads in 
combination with a vaccine of said antigen to said mammal. 

Examiner's rejection in the Action mailed on 08 August 2006 is as follows: 

Baxevanis eta/, describe a method of adding supernatants collected from donor- 
derived PBMC, which contains naive T cells, stimulated with anti-CD3 monoclonal 
antibody. 

Baxevanis eta/, do not describe anti-CD3/CD28-coated beads for T cell activation 
and are silent on the antigen to be administered with the activated PBMC supernatant. 

Setaluri eta/, describe the dosage calculation and the administration of a tumor 
antigen hourly, daily, weekly, monthly, or yearly, by intramuscular or intravenous 
injection. See column 10, H90 and 92. 

Mengozzi eta/, suggest that anti-CD3/CD28-coated beads can be utilized for ex 
vivo stimulation of T cells. 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to modify the method of Baxevanis eta/, by activation with anti- 
CD3/CD28-coated beads, as taught by Mengozzi eta/., and by combining with a tumor 
antigen and adapting the dosage calculation, administration route and schedule taught 
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by Setaluri eta/. The skilled artisan would have been motivated to do so to increase 
the efficiency of activation of T cell and the immunogenicity of the tumor antigen, by 
enhancing NK cell-mediated cytotoxicity, and activating the up-regulation of IL-2- 
specific receptor, cytokine synthesis and secretion, cell proliferation and acquisition of 
both antigen-specific and antigen-non-specific T-lymphocyte cytotoxicity. There would 
have been a reasonable expectation of success, given the ex vivo expansion of even 
HIV-infected T cells after anti-CD3/CD28 stimulation, as taught by Mengozzi eta/, and 
the standard pharmaceutical procedures for administration of an anti-tumor antigen, as 
taught by Setaluri eta/. Thus, the invention as a whole was clearly prima facie obvious 
to one of ordinary skill in the art at the time the invention was made. 

Applicants argue the following: (1) the prior art does not make the modification 

obvious unless the prior art suggests the desirability of the modification; (2) Baxevanis 

eta/, do not teach or suggest coating anti-CD3 onto beads; (3) the disclosure of 

Setaluri eta/, relates specifically to MAP-2 expression and the administration of a tumor 

antigen, which is not relevant as claim 1 is not directed to the administration of a 

cancer antigen. 

Applicant's arguments have been fully considered but are not persuasive. The 
motivation and suggest for making the modification is present in the cited prior art, as 
set forth the previous Action, which has been repeated above. Mengozzi eta/, describe 
naive T cells cultured with anti-CD3- and anti-CD28-coated beads. See first sentence in 
abstract. The suggestion is expressly disclosed in Mengozzi eta/., who describe that 
CD3/CD28 stimulation (i.e., antibodies co-immobilized on beads), one of the most 
powerful stimulants of cell activation and proliferation, results in maximal replication of 
naive T cells. See page 11648, left column, last four lines, and right column, first full 
paragraph. This disclosure cures the deficiency in the disclosure by Baxevanis eta/. 
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In response to Applicants' allegation of the irrelevance of Setaluri eta/., 
Examiner advises Applicants to argue according to the claim language. The language of 
claim 1 recites "an antigen," which does not exclude a cancer or tumor antigen. 
Therefore, the disclosure of Setaluri eta/, clearly meets the claim limitations when 
combined with Baxevanis eta/ and Mengozzi eta/ as a whole. 

New Claim Rejection Necessitated by Amendment - 35 USC § 103 

Claims 1 and 6 are rejected under 35 U.S.C. §1 03(a) as being unpatentable over 
Baxevanis etal. (1997) in view of Meidenbauer et ai (2000) and Mengozzi etal. (2001). 

The instant claims are drawn to a method of enhancing an immune response to 
an antigen in a mammal comprising administering lymphocyte conditioned media (LCM) 
derived from naive T cells cultured with antiCD3- and antiCD28-coated beads in 
combination with a vaccine of said antigen to said mammal. The antigen is limited to a 
prostate-specific antigen (PSA) in claim 6. 

Meidenbauer ef ai disclose administering a PSA-based vaccine in combination 
with granulocyte-macrophage colony-stimulating factor, which induces cellular immune 
response to human PSA predominantly mediated by T lymphocytes. See Abstract. The 
method involves administration of the PSA-based vaccine in combination with light 
mineral oil as an adjuvant. Meidenbauer ef a/, further disclose in vitro induction of PSA- 
reactive lymphocytes by stimulating PBMC with pulsed dendritic cells. See page 91, In 
Vitro Sensitization. Meidenbauer etal. do not disclose administering LCM derived from 
naive T cells cultured with antiCD3- and antiCD28-coated beads. 
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Baxevanis et al. describe a method of induction of tumor-antigen-specific 
lymphocytes, which is an immune response, by adding supernatants collected from 
peripheral blood mononuclear cells (PBMC), containing naive T cells, derived from 
cancer patients and stimulated with anti-CD3 monoclonal antibody immobilized on 
tissue culture flasks. See page 1072, right column, and page 1075, left column, 
Preparation of ACD3S. Baxevanis et al. do not describe anti-CD3 and anti-CD28- 
coated beads. 

Mengozzi et al. suggest the method of stimulation of naive T cells with anti- 
CD3/CD28-coated beads. See page 11648, Discussion. 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to modify the method of Meidenbauer eta/, by combining a cancer 
antigen like PSA with the supernatant Of stimulated cancer patient-derived PBMC 
containing naive T cells as taught by Baxevanis eta/, and by replacing immobilized anti- 
CD3 antibodies with anti-CD3 and anti-CD28-coated beads for stimulation of naive T 
cells, as taught by Mengozzi eta/. The skilled artisan would have been motivated to do 
so to increase the efficiency of activation of T cell and the immunogenicity of the cancer 
antigen, by enhancing NK cell-mediated cytotoxicity, and activating the up-regulation of 
IL-2-specific receptor, cytokine synthesis and secretion, cell proliferation and acquisition 
of both antigen-specific and antigen-non-specific T-lymphocyte cytotoxicity, as 
suggested by Baxevanis eta/, on page 1072, right column. There would have been a 
reasonable expectation of success, given that supernatants harvested from PBMC 
cultures stimulated with soluble anti-CD3 have been demonstrated to induce autologous 
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lymphocytes ex vivoto display durable anti-tumor cytotoxic responses in clinical trials 
(Baxevanis eta/., page 1072, right column, last four lines), and the significant 
proliferation of naive T cells after anti-CD3 and anti-CD28 stimulation, as taught by 
Mengozzi eta/. Thus, the invention as a whole was clearly prima facie obvious to one 
of ordinary skill in the art at the time the invention was made. 

Conclusion 

Applicant's amendment necessitated the new ground of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 
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Patent Application Information Retrieval (PAIR) system. Status information for 
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For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Louise Humphrey, Ph.D. whose telephone number is 
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